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AppUcationNo. 10/612,497 

Reply to March 15, 2005 Office Action 

Reply Dated April 21, 2005 

^,i,^«H«.Pi.t^ tn the Claims; 
Please cancel claims 105-115 and 138-147. This listing of clainis wiU replace 
prior versions, and listings, of claims in the application: 



Tirting of Claims; 

1.-115. (CanceUed) 

116. (CurrenUy amended) A method for producing a human monoclonal antibody 
that competes for binding to CTLA-A mlh an antibody comprising the heavy chain CDR amino 
acid sequences in SEQ ID NO: 1 and the light chain CDR amino acid sequences in SEQ ID NOt 
14 wherein said human monoclonal antibody inhibits binding of hmnan CTLA-4 to human B7-1 
and B7-2, said mediod con^rising the steps of: 

(a) expressing said competing human mcmoclonal antibody in a 
mammalian host ccU conqmsing polynucleotides encoding the heavy and Ught chains of said 

competing antibody, and 

(b) recovering said competing antibody 6om oaid o e ll . 

1 17. CPieviously Presented) The method according to claim 116. wherein said 
competing antibody inhibits binding of human CrLA-4 to hmnan B7-1 or human B7-2 with and 
ICsoof lOOnMorless. 
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118. (Previously Presented) The method according to claim 116, wherdn said 

competiBg antibody inhibits binding of hannan CTLA-4 to humanBT-l with aniCsoof 5 nM or 
less. 

1 19. (Previously Presented) The method according to claim 1 16, wherein said 
conq.etjng antibody inhibits binding of human CTLA-4 to human 37- 1 with an IC50 of 2 nM or 
less. 

120. (Previously Presented) The method according to claim 116. wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-2 with an ICsoof 5 nM or 
less. 

121. (Previously Presented) The method according to claim 116, wherein said 
competing antibody inhibits binding of human CTLA^ to human 87-2 with an IC50 of 2 liM or 
less. 

122. (Previously Presented) The method according to claim 1 16, wherein a 
glutamine synthetase expression system is employed in said step of expressing said competing 
antibody. 

123. (Previously Presented) The method according to claim 1 16, wherein said 
mammalian cell is a CHO cell. 
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124. (Cuirently amended) The method according to claim 116. wherein said 

mammalian ceU is an NS^ cell. 

125. CPrevioiwly Presented) The roeihod according to claim 1 16. wherein said 
Ught chain of said competing antibody utilizes a human A27 Vit gene. 

126. (Previously Presented) The method according to claim 116. whorein said 
polynucleotides encode the heavy and ligjit chain CDRs of a competing antibody that was 
generated in a mouse whose genome comprises hnman immmioglobulin genes. 

127. (Currently amended) A method for producing a hmnan monoclonal 
antibody that competes for binding to CTLA.4 with an antibody comprising the heavy chain 
variable region amino acid sequence in SEQ ID NO: 1 , yri Q i u ul ih u u ii i,ni1 ^nau nnr n, and the light 
chain variable region amino acid sequence in SEQ ID NO: 14 . ^^ Ifl i u m tho Bignol sequon ro ^ 
wherein said human monoclonal antibody inhibits binding of human CTLA-4 to human 87-1 and 
B7-2, said method comprising the stqjs of: 

(a) expressing said competing human monoclonal antibody in a 
mammaUan host cell comprising polynucleotides encoding the heavy and light chains of said 
competing antibody, and 

(b) recovering said competing antibody. 
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128. (Cunently amended) The method according to claim 127. wherein said 
competing antibody inhibits biiuiing of hunum CnA-4 to hmanB7.1 or hnmanB7.2 with and 
IC50 of 100 nM or less. 

129. (Pieviouslypresented) The method according to claim 127, wherein said 
competing antibody inhibits binding of human CtLAA to hmnanB7-l with an IC50 of 5 nM or 
less. 

130. (Previously presented) The method according to claim 127, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-1 with an IC50 of 2 nM or 
less. 

131 . (Previously presented) The meftiod according to claim 127, wherein said 
competing antibody inhibits binding of human CTLA^ to hmnan B7-2 with an IC50 of 5 nM or 
less. 

132. (Previously presented) The method according to claim 127, wherein said 
competing antibody inhiT>its binding of hmnan CIIA^ to human B7-2 with an IC50 of 2 nM or 
less. 

133. (Pieviouslypresented) The method according to claim 127, wherein a 
glatamine synthetase expression system is employed in said step of expressing said compering 
antibody. 
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134. (Previouslypresented) The method according to claim 127, whesrein said 

loanunalian cell is a CHO cell. 

135. (Currently amended) The method according to claim 127, wherein said 
mammalian cell is an NSOO cell. 

136. (Previously presented) The mefliod according to claim 127. wherein said 
Kght chain of said competing antibody utilizes ahuman A27 Vk gene. 

137. (Previously presented) Tlie method according to claim 127, wherein said 
polynucleotides encode the heavy and Ught chain CDRs of a competing antibody that was 
generated in a mouse whose genome comprises human immiunoglobulin genes 

138. -147. (Cancelled) 

148. (Previously presented) A method for producing a human monoclonal 
antibody that specifically binds to CTLAA wherein said antibody comprises a light chain that 
utilizes a human A27 Vfc gene and inhibits binding of human CTIA-4 to human B7-1 and B7-2. 
said method comprising the steps of: 

(a) expressing said antibody in a mammalian host cell comprising 
polynucleotides encoding the heavy and light chains of said antibody, 

(b) recovering said antibody. 
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149. (Cuirently amended) The method according to claim 148. wherein said 

antiT^ody iidiibitsbinding of hmnan CrilA-4tohum«^ 
nM or less. 

1 50. (Previowly piesented) Hie me*od according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-1 with an ICso of 5 nM or less. 

151. (Previously presented) Tte melhod according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-1 with an ICjo of 2 uM or less. 

152. (Previously presented) The method according to claim 148, wheran said 
antibody inhibits binding of human CTLA.4 to human B7-2 with anlCjo of 5 nM or less. 

1 53. (Previously presented) The method according to claim 148, wherein said 
antibody inhibits binding of human CTLA-4 to human B7-2 with an IC50 of 2 dM or less. 

1 54. (Previously presented) The method according to clann 148, wherein a 
glutamine synthetase expression system is employed in said step of expressing said antibody. 

155. (Previously presented) The method according to claim 148, wherein said 
manmialian cell is a CHO cell. 

156. (Currently amended) The method according to claim 148, wherein said 
mammalian cell is an NSOQ cell. 
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157. (Prcviouslypresented) A method for producing a human monoclonal 

antibody that specifically binds to CTLA.4, wherein said antibody conges a Ugbt chain that 
utilizes a human A27VK gene and inMbits binding of human CTLA.4 to human BT-l andB7-2, 

said method comprising the s^s of: 

(a) culturing ahost cell comprising polynucleotides encodingthe heavy 

and light chains of said antibody, and 

(b) recovering said antibody. 

158. (Cummtly amended) The method accoiding to claim 157, wherein said 
antibody inhibits binding of human CTLA-4 to human B7- 1 or human B7-2 with and IC50 of 1 00 
nM or less. 

159. (Previously presented) The method according to claim 157. wherein said 
antibody inhibits binding of hmnan CrLA-4 to human B7-1 with an ICsoOf 5 nM or less. 

160. (Previously presented) The method according to claim 157. wherein said 
antibody inhibits binding of human CTLA-4 1x> human B7-1 witii an IC50 of 2 nM or less. 

161. (Previouslypresented) The method according to claim 157. wherein said 
antibody inhibits binding of human CTLA-A to human B7-2 with an IC50 of 5 nM or less. 

162. (Previouslypresented) The method according to claim 157, wherein said 
antibody inhibits binding of hmnan CTLA-4 to hmnan B7-2 with an IC« of 2 nM or less. 
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163. (Previously presented) The method according to claim 157, wherein a 
glutamine synthetase «pression system is employed in said step of expressing said antibody. 

164. (Currently amended) A method for prodncing a human monoclonal antibody 
that competes for binding to CTLA^ with an antibody comprising the heavy chain variable 
region amino acid sequence in SEQ ID NO: 1 , ^v id iu u Hhu aifin n l ^ n aum t^o , and Ihe Ught chain 
variable region amino acid sequence in SEQ ID NO; 14 . y^ ii h uu l the c n qi ionm, wherein 
said human monoclonal antibody hihibits binding of human CTLA-4 to human B7-1 and B7-2, 
said mefliod con^sing tfie steps of: 

(a) expressing said competing antibody in a host cell comprising 
polynucleotides encoding the heavy and Ught chains of said competing antibody. 

(b) recovering said competing antibody. 

165. (Currently amended) The method according to claim 164, wherein said 
competing anhTwdy inhibits binding of human CTLA^ to hmnan B7-1 or human 37-2 with and 
IC50 of 100 nM or less. 

166, (Previously presented) The method according to claim 164, wherein said 
competing antibody inhibits binding of human CTLA-4 to human B7-1 with an IC50 of 5 uM or 
less. 
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167. (Previously presented) The method according to claim 164. wherein said 

competing antibody inhibits binding of human CTLA^ to human B?-! with an IC50 of 2 nM or 
less. 

168. (Previouslypresented) The method according id claim 164. wherein said 
compctiog airtibody inhibits binding of human CTLA-4 to hmnan B7^2 with an IC50 of 5 nM or 
less. 

169. (Previously presented) The method according to claim 164, wherein said 
competing antibody inhibits binding of human CllA^ to human 37-2 wilii an IC50 of 2 uM or 



170. (Previously presented) The method according to claim 164, wherein said 
Ught chain of said competing antibody utilizes ahuman A27 Vk gene. 

171. (Previously presented) The method according to claim 164. wherein a 
glutamine synthetase expression system is employed in said step of expressing said antibody. 

172. (Previously presented) A method for producing a human monoclonal 
antibody Aat specifically binds to CTLA-4, wherein said antibody possesses a selectivity for 
CTLA^ over CD28,B7.2.CD44. and hlgGl of greaterthan 100:1 and inhibits binding b^ween 
CrLA-4 and B7-2 with an IC50 of lower than 5 nM; said method comprising the steps of: 
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(a) expressing said antibody in a mammalian host ceU comprising 

polynucleotides encoding the heavy and light chains of said antibody. 

(b) recovOTng said antibody. 

173. (Previously presented) The method according to claim 172, wheran said 
antibody inhibits binding of human CTLA-4 to human 87-2 with an iC^oof 2 nM or less. 

174. (Previouslypieseiiled) The method according to claim 172, wherein said 
light chain of said antibody atilizesahnmanA27VK gene. 

175. (Previously presented) The method according to claim 172, wherein said 
polynucleotides encode the heavy and Ught chain CDRs of an antibody Aat was generated in a 
mouse whose genome comprises human immunoglobulin genes. 

176. (Previously presented) The method according to claim 172, wherein a 
glutamine synthetase expression system is employed in said step of expressing said antibody. 

177. (New) The method according to claim 176, wherein said mammalian ceU is 

aCHOcell. 

178. (New) The method according to claim 176, wherein said mammaUan cell is 

anNSOcdL 

179. (New) The method according to claim 1 17, wherein said mammalian ceU is 

aCHOcell. 
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180. (New) Tlie method affording to claim 117, wherein said manundianc^^^ 

anNSOcell. 

181. (New) The method according to claim n8, wherein said maininaliancelUs 

aCHOcell. 

182. (New) The method according to claim 118, wherein said mammalian cell is 

anNSOcelL 

183. (New) The method according to claim 1 19. wherein said mammalian cell is 

aCHOcell. 

184. (New) The method according to claim 1 19, whaan said mammalian ceU is 

anKSOceU. 

185. (New) The method according to claim 120, wherein said mammalian cell is 

aCHOcelL 

186. (New) The method according to claim 120. wherein said mammalian cell is 

anNSOcell. 

187. (New) Themethod according to claim 121, wherein said mammalian cellis 

aCHOcell. 
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188. (New) TbemethodaccordmgtoclaimUl.whereinsaidmaminaUaacelHs 

anNSOcelL 

189. (New) Themetiiodaccoidingtoclaiml22.wh6remsaidinaimnaHa^ 

aCHOceU. 

190. (New) Themethodaccoidingtoclaiml22.wheremsaidmanxinaUanceni5 

anNSOcelL 

191. (New) The method according to claim 125. wherein said manimalianceU is 

a CHO cell. 

192. (New) The method according to claun 125. wherein said mammalijm cell is 

anNSOcell. 

193. (New) The method according to claim 126. wherein said mammalian cell is 

a CHO cell. 

194. (New) The method according to claim 126. wherein said mammalian cell is 

an NSC cell. 

195. (New) Themethodaccoidingtoclaiml28,^ereinsaidmammaliancelli8 

a CHO celt 
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196. (New) Themethodaccordingto claim 128, wherein saidroammalianc^ 

anNSOccU. 

197. (New) The melhod according to claim 129, wherein said manunaliaa cell is 

aCHOcell. 

198. (New) The method according to claim 129. wherein said mammalian cell is 

anNSOcelL 

199. (New) The method according to claim 130. wherein said mammalian cell is 

aCHOcell. 

200. (New) The method according to claim 130. wherdn said roammaUan cell is 

anNSO cell. 

201. (New) The mefliod according to claim 131, wherein said mammaUan cell is 

aCHOceU. 

202. (New) Themediod according to claim 131, wherein said mammaUan cell is 

anNSOceU. 

203. (New) The method according to claim 132, whoein said mammaUan cell is 

aCHOcell. 
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204. (New) Tlieinethod according to claim 132, wherein said manmaUanceU 

anNSOcell. 

205. (New) The m«rfhodaccoidingto claim 133, wherein said inaimnalianceU is 

aCHOcell. 

206. (New) The method according to claim 133, wherein said mammalian cell is 

anNSOcell. 

207. (New) The method according to claim 136, wherein said mammalian cell is 

aCHOcell. 

208. (New) The method according to claim 136, wherein said mammalian cell is 

anNSO cell. 

209. (New) The method according to claim 137, wherein said mammalian cell is 

aCHOcell. 

210. (New) The method according to claim 137, wherein said mammalian ceU is 

anNSOcell. 

211. (New) The method according to claim 149, wherein said mammaUan cell is 

aCHOceU. 
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212. (New) Themethodaccordingtoclaim 149, wherein saidmammalianceUis 

anNSO cell. 

213. (New) The method according to claim 150. whe«5in said mammalian cell is 

aCHOceU. 

214. (New) The method according to claim 150, wherem said mammalian cell is 

anNSO cell. 

215. (New) The method according to claim 151, wherein said mammalian cell is 

aCHOcelL 

216. (New) ThemethodaccotdingtoclaimlSl.wheteinsaidmammalianoeUis 

anNSO cell. 

217. (New) The method according to claim 152, wherein said mammaHan cell is 

aCHOcell. 

218. (New) The method according to claim 152. wherein said mammaUan cell is 

anNSOcelL 

219. (New) The method according to claim 153, wheiein said mammaUan cell is 

a CHO cell. 
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220. (New) Tlie method accoidmg to claim 153. wherein said manimalian cell is 

anNSOcell. 

221. (New) The method according to claim 154. wherein said mammaHan cell is 

aCHOcell. 

222. (New) The method according to chum 154. wherdn said mammalian cell is 

anNSOcell. 

223. (New) The meihod according to claim 155. wherein said mammalian cell is 

aCHOceU. 

224. (New) The method according to daim 155. wherein said mammalian ceU is 

anNSOcell. 

225. (New) The method according to claim 173, wherein said nwrnmalian cell is 

aCHOcell. 

226. (New) The method according to claim 173, wherein said mammalian ccU is 

anNSOcell, 

227. (New) The method according to claim 174, wherein said mammalian ceU is 

aCHOcell. 
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228. (New) The method according to claim 174, wherein said manunalian cell is 

anNSOcelL 

229. (New) The method according to claim 175, wherein said mammaUan cell is 

aCHOcell. 

230. (New) The method according to claim 175, vAcrein said mammalian cell is 

anNSOcelL 
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